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Supporting Information
Size distribution of hyaluronic acid hydrogel microspheres and crushed gel particles; Swelling ratio and water contents of bulk gels and crushed gels; Rheological behaviors of the hydrogels;
Experimental method and resulting data of immunohistochemical analysis; Optical images of nude mice after hydrogel filler injection Section S1 Section S3. 
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The analysis was also carried out on normal nude mice as a control group, in addition to (i)
Crush, (ii) Sphere and (iii) Sphere-P. For the experimental groups, the filler injection was performed in 6-week-old mice, and sacrifice and tissue analysis were performed after 12-week follow-up. Therefore, for the control group, 18-week old mice were sacrificed and the same analysis was performed.
The experiment was carried out as follows;
The expression of CD68 was also analyzed using immunohistochemical staining to verify the degree of immune response. Briefly, the paraffin sections were deparaffinized and rehydrated followed by antigen retrieval in 10 mM sodium citrate buffer for 30 min at 90 °C and treatment with 0.3 v/v% hydrogen peroxide. After blocking in 10 v/v% normal serum with 1 w/v% BSA in tris-buffered saline for 2 h at room temperature, the sections were incubated with anti-CD68 antibody overnight at 4 °C. Next, the sections were washed with 1 v/v% Triton X-100 in PBS and incubated with goat anti-rabbit secondary antibody for 2 h at room temperature. Then, the slides were treated with 3,3'-diaminobenzidine and dehydrated before being observed and analyzed using the Image J program. 
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